
October 24,2005 

Division of Docket’s Management 
Food and Drug Administration @PA-305) 
Department of Health and Human Services 
5630 Fishers Lane, Room 106 1 
Rockville, MD 20852 

Citizen Petition 

Dear Madam/Sir, 
I submit four copies of thispetition as a Citizen under 21 CPR 10.30 or other 
statutory provision for which authority has been delegated to the ~o~as~oner of Food 
and Drugs, requesting that the Commissioner of Food and Drugs r~~o~~~~ scheduling 
of tramadol under the Controlled Substances Act. 

Action Requested 
The Petitioner requests that in view of patient safety and publid health ~o~~d~ations 
noted below, the Commissioner of Food and Drugs recommend schedu 
under the Controlled Substances Act. 

Statement of grounds 
I submit below the following as foundation for this request and I base my rationale on the 
“8 factor analysis” described in the CSA as requisite by Iaw in deciding ther to 
schedule a particular drug. r 

ControUed Substances Act Excerpt (8 factor analysis) 
(c) Factors determinative of con&o2 or removal from schedules. In making any 

finding under subsection (a) of this section or under subseetiun (TX) ofsection 202 
[21 USCS Section 812(b]], the Attorney General shall consider thefollowing 
factors with respect to each drug or other substance proposed to be control7ked or 
removedfiom the schedules: 
(1) Its actual or relative potential for abuse. 
(2) Scientific evidence of its ~~r~~o~o~‘ca~ effe‘ct, ~~~0~~. 
(3) 172e state of current scientific knowledge regarding the drug or other 
substance. 
(4) Its history and current pattern ofabuse. 
(5) The scope, duration, and signi@xmce ofabuse. 
(6) What, ifany, risk there is to the.public health. 
(7) Its psychic or physiological dependence lia biltty. 
(8) Whether the substance is an immediate precursor ofa substance a/ready 
controlled under this title. 
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Below each of the eight factors is discussed individually: 

(I) Its actual or relative potential! for abuse. 

l As a clinician, board certified in Internal Medicine and Addition Medicine, I 
have seen many cases of tramadog abuse and dependence, (based on DSM IV 
criteria) over the years since tram was introdnced (I 996). Theseinclude cases 
involving tramadol both as a secondary drug and as the @ imary~ and sob drug of 
abuse. Tramadol abuse can thus include primary tr~adolt d~~e~d~~~e as well as 
other forms of substance abuse: 1. Use of tramadol as a secondary drug of abuse, 
2. Use of tramadol by patients to attempt to “detox” from other opioids, 3. 
Substmnion of trarnadol~ when the primary substance of abuse is unavailable, and 
4. other. The point is that tramado in these settings has produced tolerance and 
characteristic withdrawal and has been associated with ah the DSM IV criteria for 
dependence. There is no doubt from empirical observation that tramadol has 
actual abuse potential. 

0 Additionally, my colleagues and X.have recently published data which documents 
the relatively high frequency that tramadol was ment~oned,‘as a eg of abuse by 
substance abusing physicians in Alabamaand M~~~g~ from, 1996 - 2003. 
Tramadol, overall, was the 3rd must frequently mentioned opioid.2 

(2) Scientijk evidence of its pharmacological qfect, if known. 

0 There is now ample laboratory evidence&at tramadol, and also pa~~ul~~y its Ml 
metabolites stimulate mu-opioid receptors associated with eupharia and drug 
dependence. 

* There are now many reports m the literature and in .e~idem~~log~c mo~to~ng 
studies over the years since tramadol’s introduction describing more severe abuse 
liability than previously described. 

l There appear to have been misinterpretation andlor ,misl~~ng.i~fo~ation 
regarding the abuse liability by the manufacturer and/or agents of the 
manufacturer, including the Independent Steering Commit&( ded by the 
manufacturer), and/or other studies commissioned and mnded’by the 
mamtfacturer. 

(3) The state of current scientijk kplowledge regarding thle drug or other substance. 

0 Tramadol is marketed as a short acting analgesic (Uitram~~, ~~~~etT~, generics) 
for the treatment of moderate to maderately severe pain. In practice, treatment 
with Ultram is almost never initiated at at doses greater that 50 mg, Even at that 
dose, considerable side effeots occur. 

0 According to the manufa@+zrer ofU&mrn (U&ram Prescribing ~f~~ation): 
“‘In a randomized, blinded clinical study with 129 to 132 patients 
per group, a l&day titration to a daily ULTR$LMI@ dose of200 
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mg (50 mg q.i.d.), attakd in $8 ~g increments every 3 days,, 
was found to result in fewer ~~c~ntin~tio~ due to dkziness or 
vertigo than titration over only 4 days or no-t&at&. In a second 
study with 54 to 59 patients p&r group, patients who had nausea 
or vomiting when titrated aver4 days were ~~d~rni~~~to re- 
initiate ULTRAM therapy using slower titration rates 

A 16-day titration schedule, starting @h 25 mg q&M $nd usipg 
additional doses in 25 mg increments every third.day to, 100 
mg/day (25 mg q.i.d.), follow&d by 50 mg .increm&s in the total 
daily dose every third day to ~~~,rn~day (59 mg q.i.d), resulted 
in fewer discontinuations dueito nagsea or,v~rni~~~d f%wer 
discontinuations due to any cause than did ti lo-day titration 
schedule. 

For patients with moderate to moderately severe chronk pain not 
requiring rapid onset of analgesic elect, the ~o~er~~ili~ of 
LILTRAM@ c@ be improved by i~~at~g,~e~a~~ ‘with the 
following titration regimen: ~DLTRAM should be s&r&l at 25 
mg/day qM and titrated in 25 mg increments as sep$u~&e do&s 
every 3 .days to reach 100 mg&ay (25 mg q.i.d.). ~~~~~ &e 
total daily dose may be increased by 50 mg ss tolerated every 3 
days to reach 200 mdday (5pmg q.i.d.). A~r’ti~ati~~~ 
ULTRAM 50 to 100 mg can be administered as needed for pain 
relief every 4 to 6 hours not-to e~~?d 400 mg/&ay.” 

0 In September 2005, FDA approved a sustained or exter&& relive version of 
tramadol in much higher strengths of 100, 200 and .3OO mg to treat moderate to 
moderately severe dhronic pain. Seve;ral additional extended release brand name 
versions of trarnadol are expected to file their NDA in. thezlext ye&r. 

l Tramadol is a centrally active analgesic which activates the rn~-Q~iate receptors. 
Opiate receptor binding studies show that @ma&$ a&its pact active Ml 
metabolite bind to the n%opiate reoeptar at &.i~ally rne~~g~l levels. The I@1 
metabolite is significantly more “potent than the parent d&g’ in its mu-opiate 
receptor binding (Ultram Prescribing In#?ormation). 

* Studies in a number of animal models of addiction c~nv~~~~g~y d~mo~trate that 
tramadol has all the hall&&s of a drug with abuse potential: -1) complete or 
partial substitution for opiates in the opiate dependent, a@nals; 2)~ suppression or 
partial suppression of opiate wi~~awa~ signs in a&mals ~~~~~~~y made opiate 
tolerant. 

0 In vivo rnicrodialysis measures of dopamine @A) rele+~e within the nucleus 
accumbens (NAc) shell and the ~~~d~ti~ned .plaee preference (CFP) paradigm in 
rats indicate that trarnadol has significant abuse p~t~n~~ (Sprague rp1” CZE, 2002). 
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l The antinocioceptive effects of tramadol in -the rodent model are partially 
antagonized by the opiate antagonist, naloxone (Raffa et ai., 1992). The 
introduction of opiate .antagonists in tramadol d~p~de~~ rodents and primates 
precipitates classic ,signs of opiate withdrawal @?i&kol -and Aledter, 1987; Wakasa 
et al., 1994). Administration of high doses of tramadol to rats completely 
substitutes for morphine @en and Zheng, 2000). 

(4) Its histmy and current pattern of abwx 

Background 
Scheduling drugs under the controlled substaneesact is an impo~~t process in the 
prevention and control of substance abuse. S~~~du~g a drug ~de~~~~~s arrd.designa$es 
the drug as having abuse potential. This designation offers protection to the public 
tantamount to a public “advisory+” Likdse, the absence of s~h~~iing is understood by 
physicians and the public to indicate an absence of abuse pot6ntiai. The jacksof 
scheduling means the drug wilr be sampled and prescribed more ~~~er~l~~‘ z&d less 
controlled. In this way then, the lack of ~e~~~ng a drug that does in fact have abuse 
potential seties to send the wrong signal ~d~actually causes ipereased abuse, The 
absence of scheduling for a drug with abuse potential could be cdrz+dered ti ~alabel~g 
the risk of the drug. 

There is a long history in the USA ofdru in the opioid class beir$g initially m troduced 
and not scheduled (pentazocine, propoxyphene, butorphanol, and others) but later found 
to have significant abuse potential and ~v~~tu~~,sch~d~l~d. Many lives have been 
harmed, careers ended, and families d~~~~ when we have not faced the,appearance of 
abuse potential of opioids sooner. 

(5) The scope, duratim, and sig@kazacs ofabuse. 

There are a large number of reports in the medicd hterature.on the I abuse of, addiction to 
and abstinence from tramadol (Barsotti et al., 2003; Brinker A et al, 2002; Freye and 
Levy, 2000; Leo et a-l, 2000; Liu 63 al., 1999; Ripamouti et al,,, 2004,; S~~ierba~ et al., 
2005; Soyka et al., 2004; Thomas and Sur@sh; 2UGO; Yates et al., 2001). 

“Poison Control data (2002 .AAPCC Annual Report) ir&cates 
that there were 2,400 exposures of tramadof reported to poison 
control centers. O f those, 1 OKresulted in a major medical 
outcome and 8 resulted in death.” 

The DEA fiuther notes that: 

“Illicit Uses: 
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Trarnadol is abused for its oljiate. ef%cts. Tb,e Dq-ug Abuse 
Warning ‘Network (DAWNJ is a dat~b~e.w~~h,~ro~~~s data on 
drug related episodes report&by hospital ~~~r~en~y.~o~s. In 
2002, there were 1,7 14 episodes far tramadol and a total of7,890 
episodes from ‘1998 through 2Q02. DAW medical examiners 
reported that tramadol was involved m 95 ~g-r~la~e~ death8 in 
2002 and a total of 3&2 death? from 1998 though 2002. 

The National Forensic Laboratory system (H’FLIS) and System 
to Retrieve Drug Evidence (STRIDE) amboth D@A databases 
that collect scientificdly vei%%d data on arudyzed ~~~1~s in 
state/local and DEA forensic laboratories, respe@vely.. In2003, 
there were 267 exhibits of tramadol in NFLIS and 2 e&&its in 
STRIDE. These reIatively smaIi numbers are most probably a 
reflection of the uncontrolled status of tramado in .the I.?.!% 

User Population: 

The current pattern of tramadol abuse in the US involves street 
drug addicts, chronic pain patients, and ~he&h ~ro’~ss~o~~s. The 
lack of control-and lacli: of urine to~i~olog~~~reen for‘tis 
medication have probably contibuted signihcently to the 
availability of this drug. 

Illicit distribu-tion: 

Like other legal pharmaceutiqls with abuse:potential,” diversion’ 
of this medication occurs in a,number of ways including 
prescription fraud. As an unqntrolled subststnce; the& are no. 
CSA regulations regarding rn~~a~t~g~ distribution, or 
prescription of this medicatiorr,? 

l According to the National &.uvey on Drug Use and Bealth ~(2~~2)~ approximately 
one million persons have consumes Ult&n for n?n-Oedipal use. S~~i~c~tly, 
this is approximately half the incGdence.of non-medical use for ~y~on~n~ and 
approximately the same incidence reported for the non-medical use of DilaudidTM. 

(6) What, if’any, risk there is to.thc?pub& health. 

l Increased risk of tramado abuse .$rd overdose thatwifl be ex~~~e~~ed once 
tramadol is released in the higher dosage extended re1ease.f~~ (as was seen with 
introdu&on of Oxycontin)). 
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(7) Its psychic or physiobgical d@eradenw liability. 

Tramadol Abuse and ,D~qx+n@wx 
There is currently no question that ‘Tramadoi has potential for abuse and GtiQrL Many 
cases of abuse and dependence,(i.e. siddicjtion) to tramadol Jaeep repc&Xl over the 
years since it was released. (Senay EC, et al 2003, Rip @  2QQ4, :f&&p, GE, et 
al 2004, Soyka et al 2004). Tramadol abuse has been reported bothas a primary drug of 
abuse, and also where it is has been used ~~subs~~tio~for other ad~i~t~v~ drugs, In 
other words, people that have bad no,history of any substance abuse or addiction have 
taken Tramadoi and become addicted, to it. Trmdol add&s rep 
syndromes including heavy use, using ups to 50 or more pil1s:pe-r 
prescriptions, seeking multiple doctors to prescribe it, Tram@ol the%, ~~ernpt t-0 quit 
taking it, Tramadol seizures, etc.. Contraryto evidence pr&anted to tlze FDA Drug Abuse 
Advisory Committee by the rn~~c~e~ 61 .the 1990’s, tramado ea~z be ~~bs~~~~ and 
used to detoxify patients from other opi~i~‘a~~c~ons. (~obe~~~~ et al., iOO3, Tamaskar 
R, et al., 2003). Tramadol withdrawal syr&ome. has beea repo~%d to besevere. (Barsotti, 
2003) Individuals addicted to other drugs have reported aubs~~t~~~ .trama@ol because it 
is more readily available. 

There have been near$y a ~ous~d.~ont~eou~ reports to the FJDA’s M~Watch system 
regarding tramadol abuse,. ~~~dol.depe~de~c~, and‘withdrawal scorns following 
abrupt abstinence fi-om tramado~~ There have been a reports of tramado abuse and 
dependence associated with grand mal seizures. (Yates d al., 2001). 

Among individual opioids listed in the 2&B and 2002,annual repotis of-the American 
Association of Poison Contiol Centers Toxic Exposure S-~e~~~~~e-S~stem~ tramado 
ranked second to oxyGodone in. number of’exposure oases (Watsoti et al 2002). In the 
Drug Abuse Warning Wetwork (DAWN) report in‘ 1999 there were 111.3 estimated 
emergency room episodes involving tr I as compared to 13 13 for ~y~omo~hone 
and 5 12 for ,meperidine. 

At the Cincinnati Drug and Poison Information Center tramadof was studied and they 
report there were 362, lo?,5 15, and 326 calls related to tramadol abuse c&s in 1995, 
1996, 1997, and 1998,. respectively. ~(Knn$men et QZ., 1999). Furthermore the Cincinnati 
police documented diversion of 7,258 doses of tramadol from 9197 -lZ+!%md 11,385 
doses in 1998, Tramadol was listed in the -top -10 most diverted pre~~~pt~o~ drugs in 
Cincinnati a5 that time. Their conclusion w& that physiciafzs need &.I considerthe abuse 
potential and monitor patients for dependence and that tighter controks should be 
considered. 

There. has been a significant in&derice of ~~~~~ abuse by h~~tb-~rufess~o~a~s. We 
recently published a report of combi~ed;d~ta $om the h&higan and A~~b,~a Physician 
Health Programs involving 859 ~e~~~“-pr~~~ss~onals sinGe 1996 and wo found that 
tramadol was the third most:Ikeqnently mentioned opioid by substzmce abusing 
physicians. (Skipper et al, 2004). 

6 



Despite reports from monitoring agencies and case reports that sublet tramsdo has a 
significant risk of abuse, the manuf@@urer has sponsored research rep~~~ly showing a 
low risk for abuse. Conclusionsfrom these studies are p~obl~a~i~, however, due to 
errors in selecting numerators and denuminat&, In ,onestudy the total number of 
individuals worldwide who had taken tr~adol was ~v~.ded~,~~“th~ limited mtmber of 
cases of abuse detected through a ~‘key in~o~~t” network. I&&&g the larger number 
of everyone who, had takeri traniadol by only afraction ~fcases of~o~~~b~e leads to 
a f&r reduced estnnate of abuse liability* (Cicero et al, 1999] Another ~~~~pIe of this 
phenomenon is in the report by Knisely and coworkers (Knisely et al, 2002) where the 
total number of physicians ad-mitting abuse of tiamadol ~~~divi~~ by the total number 
of physicians being monitored, tiit&out measuring the per~tof ~~s~.~h~~i~i~ 
actually taking the drug. In fact in their rebort, the majo&y ~f~p~~~~t~- in the 
population studied were not known to ha?6 ingested tramadol ~ar&likely-were not 
exposed to the drug. Since 140 participa$a were known to ha~e ~~ge~~d.~~adol~~d 
15 of these were judged to be abusing ~~dol,.~e,ac~?l. ~~~s~~~e~d~~c~ liabihty of 
trsmadol was 10.7% not 0.69% as they erroneously concluded. Obviously ifsdrug is not 
taken it can have no abuse liability, 

In April 1998 the FDA cited the lack of comparative data as a .maj.er reason for the 
committee’s decision to not recommend ~~~d~i~g trmsdo1.s 3efore generic versions 
of Tramadol were introduced, the br~d~~~versio~ was heavily d#t~iI~ and marketed to 
physicians’ offices and currently it is in the top 30 most pres&be& 
Early in tramadol’s post-marketing Course, there were reports~of 
cases suggestive of neonatal virithdrawal, and cases of wi~~awa~ and ,d~~nde~c~. These 
reports were sufficient to result in the issuance of a DearHeahh Care Pr~f~s~~nal letter 
and the addition of strong warnings and~p~autidPs to the la~~~~. The @&AC met in 
1998 and reviewed .findings including neerous reports of.typiesit depe~d~~~e syndromes 
with the use of tramadol either as a singLe Jagem or in GQrnb~tio~ ‘with other addictive 
drug? (FDALDAAC, 1998). Post-market&g surveillance fw reported by tbeISC (Cicero 
et al., 1999) suggests a low rate of abuse and dependence.{1 -2 per ~~U,~~~ patients). 
(Cicero et al., 1999). It should be noted ‘Qat the ISC h~‘obt~ed case- 
informants” and likely are deteoting only’s f&&on of the many cases of 
or dependence. The FDA has continued its position and has not ~e~~~~ded that 
tramadol be scheduled. Recently, the DAAC was dissolved as a”distinct a&Gory 
committee of the FDA. 

Many who work with impaired health prof~sionals have obse~ed.~untin~g problems 
with tramadol abuse and dependence. Tramadol has been heavily m~k~te 
physicians, and samples have been readily;available. Minimal,or. tibsent abuse potential 
is mentioned .&equently by drug company saIesp~rsons~ ascording to. p~ysi~~~s 
interviewed .in the Alabama program. Thus, avsilability and false r~~~~~~~ regarding 
risks may be factors that have increased i~~~p~opr~ate use. 

Awareness by many physicians in recovery ,mat trsmadol~is not usually measured in 
typical random urine drug screens may also have increased the risk of relapse on this 
dwz- 
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In conclusion, inadequate attention has been given to ~d~~g ~~~o~ abuse and 
dependence, particularly among health ~r~~ession~s who may be at ~~~~1~ risk. The 
presence of abuse warnings in the .&bet a&me, without soh~~~l~n~~~d~r &e CSA, is 
inadequate to prevent tramadol abuse~~~ng physicians at an incidence greater than six 
controlled opioid drugs that are controlled. 

Historically, there has been a recurring ten&znGy to release opiate arr&,gesks which are 
initially thought to have little or no addic$on potential but are later ide~t~~~d as addictive 
and require scheduling. Any opiate that palates mu receptors, either directly or via 
active metabolites (including tramadol), should be assumed to~have addictive potential. 
In summary, both the &xperimental and chnical literature indic.ate that ,~~ad~l has 
significant abuse potential, -consistent with its acology.’ This abuse 
public health policy implicatiosis. Lessotis .Iearned from Uxycontirr ~~~oate’~at the 
sustained release formulations of ~~~,o~ may carry additions sa&ety and pubhe health 
consequences. All available data would’ support the sch~duIing o~~~~d~l at the level of 
Schedule III, 

Environmental Impact 
According to 21 C.F.R. 9 25.3 l(a), this petition qualifies for a ca~~go~~~ 
exemption from the requirement to submit ‘an envirumnental ,~sessrn~~t~ 

Economic Imnact Statement 
According to 21 C.F.R. $ 10.30(b), petitioner will, upon request by the ~o~issioner, 
submit economic impa& information. 

Certification 
The undersigned certifies, that, to the best knowledge wd belief,ofthe undersigned, this 
petition includes all information and views on which the petition relies, and that it 
includes representative data and incubation known to the p~i~~~~r t&at are unfavorable 
to the petition. 

Notices regarding this petition should be &drressed to: E. Sipped, Ilb#D, 19 S. 
Jackson Street, Montgomery, AL 36104, Tel: 334 954-2596. 

Respectfully, 

, 

Gregory E. Skipper, MD 
Fellow, American Society of Addiction &IediGne 
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